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i«'cll.v. invcniivr <ilcp ur induslrial appUniliUil}-: 



•'^"'•'"X^' Claims 1-14 ^-ES 

Claims ; NO 

Inivnliw slqidSl Claims MiS 

Claims 1-14 NO 

Iniiiislriaf a|ipli«hilily (lAi claims 1*14 ^"KS 

Claims NO 



2 C'ilaiions ami explanations iRule 7l).7) 

Dcvunieiu I : Hudson P. J. ct al.. High avidity sel'v muUiniers: diabtKlics and IriaKidies. J Immunol 
MtMhods. J 999. Vol. 231. pages 177-189 

Dwumeni 2: Kortl A. A. el al.. Dinieric and irimcric antitxxlies: high avidity scFvs for cancer 
targeting. Bionu>l Eng. 2001 . Vol. 1 8. pages 95- 1 08 

Divumeni 3: Xiong D. ol al., Orjlcient inhibition of human B-cell lymphoma xenografi.s with an anii- 
CD20 X anti-CD3 bispecific diabody. Cancer I xn. 2002. Vol. 1 77. page.s 29-39 

DiK'unicni 4: Maisuoka .S.ci al.. A ni)vcl lypc ul cell deaih i>riynipl)i>cyies induced by a nionivlonal 
anlibiKly wilhoui participalion orcompiemdnt. .1 Hxp Med. I99.S. Vol. IXI, pages 2007-20 i.S 

Document .S: l-ayen J. et al.. Negative singallmg by aiiti-HLA class 1 antibodies is dependent upon 
two triggering events. Im Inmiunol, 1998. ViM. 10. pages 1.347-1358 

DoLuniont 6: Wcxxlle li. H. et al.. Ami-human class I MllC antibiKlies induce apoptt>sis by a pathway 
that is disliiici Irum the f-as anligcii-niediaied pathway. J Immunol. 1 997. Vol. 1 .SS. pages 2 1 .'>6-2 1 64 

DiK-umem 7: Tahtis K. el al.. Bitxlistribulion properties ofCl 1 1 )indium-labeled C-l'unciionali/ed 
trans-cyclohexyl diethylenetrianiinepentaaceiic acid humanized 3.S193 diahcxiy and F(ab'K2) 
constructs in a breast carcinoma xenograft nutdel. Clin Chancer Res. 2(X)1 . Vol. 7. pages 1061-1072 

Document 8: Ri>ssi E. A. el al.. Development of new mullivalent-hi.speciric agents for pretargeliiig 
tumor localization and therapy. C^liii Cancer l*es. 2003, Vol. 9. pages 3886S-3896S 

The subject matters of claims 1 -7 do nol appear lo involve an inventive step in view of 
dcx'unienis 1-8 cited in Ihc I.SR. 

Dtx'uments 1-3 respectively are considered u> disclose that elTicient crosslinkuig of two 
antigens can be performed by the use of a diabody. EXicumenls 4-6 respectively are aLso considered 
10 disclose thai various anli HLA antigens are able lo induce apoptosis in various cells (for example. 
T cells and B cells) by crosslinking with a target cell surface antigen. Furthermore, that a diabixly 
having a given CDR can be produced by using a variable region of a humanized antigen having the 
given CDR inlrtxluced therein had been well known prior to the llling date of the present application, 
as described in d<.icun)ents 7 and 8. 

.So. m the inventions described in docunienis 4-6. a person skilled in the an could have easily 
conceived of attempting to employ the diabixly described in dixniments 1-3 lo achieve efTicient 
crosslinking with an antigen on the surface of a target cell for the purpose of efficiently inducing 
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iivclly, ln»fnli»c sU-p <i 
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apopmsis. 

In so doing, a pers«>n skilled in the art could have, as a matter of course. pri>duced and 
employed a diahody having a CDR derived fn>n» an anii-HLA antigen, since the inventions de.scribed 
in diKunients 4-6 induce apoplosis by the use of an anli-HLA antigen. In addition, as the anti-ULA 
antigen from which the said CDR is derived, a person skilled in the art could have aca>rding!y 
enipli>yed an appropriate anli-HLA antigen selected from a group of anti-HLA antigens acquired by 
a given well-known technique. 

Therefore, the suhiiici mailers of claims 1 -7 of ihe present application incorporaling such a 
constitution are not considered to assure an especially superior effect in cytotoxic activity or 
aniilunior effect loihe inventions described in d(K.'uments 1-8. 



The subjed mailers of claims 8-14 do nat appearlo involve an inventive step in view of 
d«H:umenis 1-8 eiled. 

llniploying the aforesaid diabody for an apoplosis-inducing agent, antitumor medicine, and 
autoimmune disease therapeutic agent is a mailer that a person skilled in ihe -art could have easily 
conceived as required. 

In addition, incorporating such a con.siiiuiion into the subject matters of claims I -7 of the 
present application is iiol considered to assure an especially superior eifeci in cytotoxic activity or 
antitun)or elTecl to the inventions described in divuments 1 -8 cither. 
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In artdilion. in the case thai niori; lluin one vo sion or ropy cf a se<|irnic lisiing arui/m lahletst relating thereto has hem tiled or 
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nied or does not go beyond the a|)pliealion as filed, as ap|irO|malc. were furnished 



* Ifilitii V III Box No. I applies, the listing imtVi>rhd>lf(s) rflaled iherelo. wkch form part o}' the bovs tg' the repon. nuiy be marked 



Form PC T/IPE.V4(19 (Su|>plemenlal Box Relating to Seqiicwe LiaingI (Jaraury 2(KM) 



